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BILLING CODE 6560-50-P

ENVIRONMENTAL PROTECTION AGENCY

40 CFR Part 180
[EPA-HQ-OPP-2017-0744; FRL-9985-45]

Azoxystrobin; Pesticide Tolerances

AGENCY: Environmental Protection Agency (EPA).

ACTION: Finalrule.

SUMMARY: Thisregulation establishes tolerances for residues of azoxystrobinin oron beet,
sugar, roots and vegetable, root, except sugar beet, subgroup 1B. Syngenta Crop Protection, LLC
requested thesetolerances underthe Federal Food, Drug, and CosmeticAct (FFDCA).

DATES: Thisregulationiseffective [insert date of publication in the Federal Register].
Objections and requests for hearings must be received on or before [ insert date 60 days after
date of publication in the Federal Register], and must be filed in accordance with the
instructions provided in 40 CFR part 178 (see also Unit|.C. of the SUPPLEMENTARY
INFORMATION).

ADDRESSES: The docketforthisaction, identified by docketidentification (ID) number EPA-HQ-
OPP-2017-0744, is available at http://www.regulations.gov or at the Office of Pesticide
Programs Regulatory Public Docket (OPP Docket) in the Environmental Protection Agency
Docket Center (EPA/DC), West William Jefferson Clinton Bldg., Rm. 3334, 1301 Constitution
Ave., NW., Washington, DC 20460-0001. The PublicReadingRoomisopenfrom 8:30 a.m. to
4:30 p.m., Monday through Friday, excludinglegal holidays. The telephonenumberforthe

PublicReadingRoomis(202) 566-1744, and the telephone numberforthe OPP Docketis (703)



305-5805. Please review the visitorinstructions and additional information about the docket
available at http://www.epa.gov/dockets.

FOR FURTHER INFORMATION CONTACT: Michael Goodis, Registration Division (7505P), Office
of Pesticide Programs, Environmental Protection Agency, 1200 Pennsylvania Ave.,NW.,
Washington, DC 20460-0001; main telephonenumber:(703) 305-7090; email address:
RDFRNotices@epa.gov.

SUPPLEMENTARY INFORMATION:

I. General Information

A. Does this Action Apply to Me?

You may be potentially affected by this actionif you are an agricultural producer, food
manufacturer, or pesticide manufacturer. The following list of North American Industrial
Classification System (NAICS) codesis notintended to be exhaustive, but rather provides aguide
to helpreaders determine whether this document applies tothem. Potentially affected entities
may include:

¢ Crop production (NAICS code 111).

¢ Animal production (NAICS code 112).

¢ Food manufacturing (NAICS code 311).

e Pesticide manufacturing (NAICS code 32532).

B. How Can | Get Electronic Access to Other Related Information ?

You may access a frequently updated electronicversion of EPA’s toleranceregulations

at 40 CFR part 180 through the Government Printing Office’s e-CFR site at

http://www.ecfr.gov/cgi-bin/text-idx ?&c=ecfr&tpl=/ecfrbrowse/Title40/40tab_02.tpl.

C. How Can I File an Objection or Hearing Request?



Under FFDCA section 408(g), 21 U.S.C. 346a, any person may file an objectiontoany
aspectof thisregulationand may also request a hearing on those objections. You mustfile your
objectionorrequestahearingonthisregulationinaccordance with the instructions providedin
40 CFR part 178. To ensure properreceiptby EPA, you mustidentify docketID numberEPA-HQ-
OPP-2017-0744 inthe subjectline on the first page of your submission. All objectionsand
requests fora hearing must be in writing, and must be received by the Hearing Clerk on or
before [insert date 60 days after date of publication in the Federal Register]. Addresses for mail
and hand delivery of objections and hearingrequests are provided in 40 CFR 178.25(b).

In additiontofilingan objection or hearingrequest with the Hearing Clerk as described
in40 CFR part 178, please submita copy of the filing (excluding any Confidential Business
Information (CBI)) forinclusion in the publicdocket. Information not marked confidential
pursuantto 40 CFR part 2 may be disclosed publicly by EPA without prior notice. Submitthe
non-CBI copy of yourobjection or hearing request, identified by docket ID number EPA-HQ-OPP-
2017-0744, by one of the following methods:

e FederaleRulemaking Portal. http://www.regulations.gov. Follow the online
instructions for submitting comments. Do not submitelectronically any information you
considerto be CBlor other information whose disclosureis restricted by statute.

* Mail: OPP Docket, Environmental Protection Agency Docket Center (EPA/DC),

(28221T), 1200 Pennsylvania Ave., NW., Washington, DC 20460-0001.

¢ Hand Delivery: To make special arrangements for hand delivery or delivery of boxed
information, please follow the instructions at http://www.epa.gov/dockets/contacts.html.
Additional instructions on commenting or visiting the docket, along with more information
aboutdockets generally, is availableat http://www.epa.gov/dockets.

Il. Summary of Petitioned-ForTolerance



In the Federal Register of March 6, 2018 (83 FR 9471) (FRL-9973-27), EPA issueda
document pursuantto FFDCA section 408(d)(3), 21 U.S.C. 346a(d)(3), announcingthe filingof a
pesticide petition (PP 7F8590) by Syngenta Crop Protection, LLC, 18300 Greensboro Road, NC.
The petitionrequested that 40 CFR 180.507 be amended by establishing tolerances forresidues
of the fungicide azoxystrobin, in oron beet, sugar, roots at 5.0 parts per million (ppm) and
vegetable, root, subgroup 1B at 0.5 ppm. The petition alsorequested thatthe tolerance for
vegetable, root, subgroup 1A be removed once these new tolerances are established. That
document referenced asummary of the petition prepared by Syngenta Crop Protection, the
registrant, whichis availablein the docket, http://www.regulations.gov. Comments were
received onthe notice of filing. EPA'sresponse to these commentsisdiscussedin Unit IV.C.

Based uponreview of the data supporting the petition, EPA is establishing the tolerance
level forvegetable, root, subgroup 1B at 1.0 ppm instead of 0.5 ppm. Additionally, the Agency
has revised the commodity name to vegetable, root, except sugar beet, subgroup 1B. The
reason for these changes are explainedin Unit IV.D.

lll. Aggregate Risk Assessment and Determination of Safety

Section 408(b)(2)(A)(i) of FFDCA allows EPA to establish atolerance (the legal limitfora
pesticide chemical residue inorona food) onlyif EPA determines thatthe tolerance is “safe.”
Section 408(b)(2)(A)(ii) of FFDCA defines “safe” to mean that “thereis a reasonable certainty
that no harm will result from aggregate exposureto the pesticide chemical residue, including all
anticipated dietary exposures and all other exposures for which there is reliableinformation.”
Thisincludes exposure through drinking waterand in residential settings, but does notinclude
occupational exposure. Section 408(b)(2)(C) of FFDCA requires EPA to give special consideration

to exposure of infants and childrento the pesticide chemical residue in establishing atolerance



and to “ensure thatthere is a reasonable certainty that no harm will resulttoinfants and
children from aggregate exposure to the pesticide chemical residue....”

Consistent with FFDCA section 408(b)(2)(D), and the factors specified in FFDCA section
408(b)(2)(D), EPA has reviewed the available scientificdataand otherrelevantinformationin
support of this action. EPA has sufficient datato assess the hazards of and to make a
determination on aggregate exposure for azoxystrobin including exposureresulting from the
tolerances established by this action. EPA's assessment of exposures and risks associated with
azoxystrobin follows.

A. Toxicological Profile

EPA has evaluated the available toxicity dataand considered its validity, completeness,
and reliability as well as the relationship of the results of the studies to humanrisk. EPA has also
considered availableinformation concerning the variability of the sensitivities of major

identifiable subgroups of consumers, includinginfants and children.

With repeated dosing by the oral route, the liver and bile ducts were consistently
affected by azoxystrobin. Liverand biliary effects wereseeninrats (increased liver weights,
gross and histopathological lesions of the bile ductand liver), and in dogs (increased | iver
weights, clinical observationsincluding fluid feces and salivation) and clinical chemistry
alterations (includingincreased serum levels of alkaline phosphatase, and gamma-glutamyl
transferase; and decreasesinserumalbumin). The effects seen are i ndicative of changesto
liver/biliary function. Decreased body weight (ratsand mice) and decreased body weight gain
(rats and rabbits) were also consistent findings across studies and species. Other effects
including decreased food intake/utilization, increased diarrhea and other clinical toxicity
observations such as urinary incontinence, salivation, hunched postures and distended

abdomenswere alsoseeninvarious studies (developmental toxicity, reproduction, and 90-day



oral toxicity) in rats. Inhalation exposureto a soluble-concentrate (SC) formulation of
azoxystrobin resulted in adverse microscopic changesin the nasal cavity and larynx.

No developmental effects were seeninthe rabbitand rat developmentaltoxicity studies
and no reproductive or offspring effects were seeninthe 2-generation rat reproduction study.
In the reproduction study, decreased body weights and increased adjusted liver weights were
observed atthe same dose in both offspring and parental animals. Therefore, the toxicity d ata
showed noincreased susceptibility in the young.

In the acute and subchronicneurotoxicity studies, there were no consistentindications
of treatment-related neurotoxicity. There was no evidence of neurotoxicity seeninthe acute
neurotoxicity study in rats from a single gavage dose up to 2,000 mg/kg. There was also no
evidence of neurotoxicity seeninthe subchronicneurotoxicity study in rats up to the highest
dose tested (201 mg/kg/day). Based on the toxicity profile of azoxystrobin, adevelopme ntal
neurotoxicity studyinratsis not needed.

Although azoxystrobin induced a weak mutagenicresponse in the mouse lymphoma
assay (non-linear, slight but significantincreases in the mutation frequency of mouse lymphoma
cells), the activity expressed in vitro is not expected to be expressed in whole animals. There was
no evidence of carcinogenicity in rats and mice at acceptable tested dose levels; therefore,
azoxystrobinis classified as “not likely to be carcinogenicto humans”.

Azoxystrobin has alow order of acute toxicity viaoral, dermal and inhalation routes of
exposure. Azoxystrobinis notaneye or skinirritantandis nota skin sensitizer.

Specificinformation onthe studies received and the nature of the adverse effects
caused by azoxystrobin as well as the no-observed-adverse-effect-level (NOAEL) and the lowest-
observed-adverse-effect-level (LOAEL) from the toxicity studies can be found at

http://www.regulations.gov in document Azoxystrobin: Human Health Risk Assessment fora



New Post-Harvest Use on Sugar Beets and Amend the existing Vegetable, Root, Subgroup 1A to
Vegetable, Root, Subgroup 1B (except Sugar Beets) at pages 11-18 in docket ID number EPA-HQ-
OPP-2017-0744.
B. Toxicological Points of Departure/Levels of Concern

Once a pesticide’s toxicological profile is determined, EPA identifies toxicological points
of departure (POD) and levels of concern to use in evaluating the risk posed by human exposure
to the pesticide. Forhazardsthat have a threshold below which there is no appreciable risk, the
toxicological PODis used as the basis for derivation of reference values for risk assessment.
PODs are developed based on a careful analysis of the doses in each toxicological study to
determine the dose at which no adverse effects are observed (the NOAEL) and the lowest dose
at which adverse effects of concern are identified (the LOAEL). Uncertainty/safety factors are
used in conjunction with the PODto calculate asafe exposure level - generally referred to as a
population-adjusted dose (PAD) orareference dose (RfD) - and a safe margin of exposure
(MOE). For non-threshold risks, the Agency assumes that any amount of exposure will lead to
some degree of risk. Thus, the Agency estimatesriskin terms of the probabilityof an
occurrence of the adverse effect expectedinalifetime. For more information on the general
principles EPA usesinrisk characterization and a complete description of the risk assessment
process, see http://www2.epa.gov/pesticide-science-and-assessing-pesticide-risks/assessing-
human-health-risk-pesticides.

A summary of the toxicological endpoints for azoxystrobin used forhumanrisk
assessmentisshownin Table 1of this unit.

Table 1. --Summary of Toxicological Doses and Endpoints for Azoxystrobin for Use in Human

Health Risk Assessment

Exposure/Scenario | Point of Departure and | RfD, PAD, LOC for Risk | Study and Toxicological




Uncertainty/Safety Assessment Effects
Factors
Acute dietary LOAEL = 200 Acute RfD=0.67 Acute Neurotoxicity -
(All populations) mg/kg/day mg/kg/day Rat
UF, = 10x aPAD= 0.67 mg/kg/day | LOAEL = 200 mg/kg/day
based on diarrheaat
UFy =10x two-hours post dose at
all dose levels tested.
FQPA SF = 3x

Chronicdietary

NOAEL= 18 mg/kg/day

ChronicRfD=0.18

Combined Chronic

(All populations) mg/kg/day Toxicity/Carcinogenicity
UF, = 10x Feeding Study —Rat
UF, = 10x
LOAEL = 82.4/117
FQPASF = 1x cPAD =0.18 mg/kg/day mg/ke/day (M/F) based
on reduced body
weightsin both sexes
and bile ductlesionsin
males.
Episodicgranule LOAEL = 200 Residential LOCfor Acute Neurotoxicity -
ingestion mg/kg/day MOE =300 Rat.
(Children1to<?2 UF, = 10x LOAEL = 200 mg/kg/day
yearsold) based on diarrhea at
UFy = 10x two-hours post dose at
FQPASF = 3x all dose levels tested.

Incidental oral
short-term (1-30
days)

Intermediate-term
(1-6 months)

NOAEL= 35 mg/kg/day
UF,= 10x
UFH: 10x

FQPA SF = 1x

Residential LOCfor
MOE =100

2-generation
reproduction study —
Rats

LOAEL = 165 mg/kg/day
based on decreased pup
weightsin both males

and females ({, 8-21%).

Inhalation

(All durations)

Inhalation study
NOAEL=3.8 ug/L

(inhalation absorption
rate = 100%)

UF, = 3x

LOC for MOE = 30

28-Day inhalation
toxicity studyinratson
SC formulation”

LOAEL = 12.2 pg/L based
on adverse
histopathological
changesinthe larynx




UF, = 10x (squamous metaplasia)
and nasal cavity
FQPASF = 1x (metaplasiaof the
respiratory epithelium).
There wasan increasein
severity with increases
inthe test

concentrations.

Cancer (Oral, Azoxystrobinis classified as "not likely to be carcinogenicto humans”.

dermal, inhalation)

FQPA SF = Food Quality Protection Act Safety Factor. LOAEL = lowest-observed-adverse-effect-
level. LOC=level of concern. mg/kg/day = milligram/kilogram/day. MOE = margin of exposure.
NOAEL = no-observed-adverse-effect-level. PAD =population adjusted dose (a= acute, c =
chronic). RfD =reference dose. UF = uncertainty factor. UF , = extrapolation from animal to
human (interspecies). UF,, = potential variation in sensitivity among members of the human
population (intraspecies).

C. Exposure Assessment

1. Dietary exposure from food and feed uses. In evaluating dietary exposureto
azoxystrobin, EPA considered exposure underthe petitioned-fortolerances as well as all existing
azoxystrobin tolerancesin 40 CFR 180.507. EPA assessed dietary exposures from azoxystrobinin
food as follows:

i.Acute exposure. Quantitative acute dietary exposure and risk assessments are
performed fora food-use pesticide, if atoxicological study hasindicated the possibility of an
effect of concern occurringas a result of a 1-day or single exposure. Such effects wereidentified
for azoxystrobin. In estimating acute dietary exposure, EPA used food consumption information
from the United States Department of Agriculture (USDA) Nationwide Health and Nutrition
Examination Survey, What We Eat in America (NHANES/WWEIA) conducted from 2003-2008. As
toresidue levelsinfood, the acute dietary analysis was obtained from the Dietary Exposure

Evaluation Model using the Food Commaodity Intake Database (DEEM-FCID; version 3.16). The




assessmentis based on 100% of the registered crops treated, and tolerance-level residuesforall
existingand proposed commodities, except citrus fruits where the highest field trial residue was
used as a refinement.

ii. Chronicexposure. In conducting the chronicdietary exposureassessment EPA used
the food consumption data from the USDA Nationwide Health and Nutrition Examination
Survey, What We Eat in America (NHANES/WWEIA) conducted from 2003-2008. As to residue
levelsinfood, the chronicdietary analysis was obtained from the Dietary Exposure Evaluation
Model using the Food Commodity Intake Database (DEEM-FCID; version 3.16). The assessment
was partially refined, and used tolerance-level residues for all commodities and average percent
crop treated (PCT) estimates when available.

iii. Cancer. Based onthe data summarizedin Unitlll.A., EPA has concluded that
azoxystrobin does not pose acancer riskto humans. Therefore, adietary exposure assessment
for the purpose of assessing cancerriskis unnecessary.

iv. Anticipated residue and percent crop treated (PCT) information. Section 408(b)(2)(E)
of FFDCA authorizes EPA to use available dataand information on the anticipated residuelevels
of pesticideresiduesinfood and the actual levels of pesticideresidues that have been measured
infood. If EPArelies onsuchinformation, EPA must require pursuant to FFDCA section 408(f)(1)
that data be provided 5 years afterthe tolerance is established, modified, orleftin effect,
demonstratingthatthe levelsinfood are notabove the levels anticipated. Forthe present
action, EPA willissue such datacall-ins as are required by FFDCA section 408(b)(2)(E) and
authorized under FFDCA section 408(f)(1). Datawill be required to be submitted nolaterthan5
years from the date of issuance of these tolerances.

Section 408(b)(2)(F) of FFDCA states that the Agency may use data on the actual percent

of food treated forassessing chronicdietary risk only if:



¢ Condition a: The data used are reliable and provideavalid basis to show what

percentage of the food derived from such crop s likely to contain the pesticide residue.

e Condition b: The exposure estimate does not underestimateexposure forany
significant subpopulation group.

¢ Condition c: Data are available on pesticide use and food consumptionin aparticular
area, the exposure estimate does not understate exposure forthe populationinsuch area.

In addition, the Agency must provide for periodicevaluation of any estimates used. To provide
for the periodicevaluation of the estimate of PCT as required by FFDCA section 408(b)(2)(F), EPA
may require registrants to submit dataon PCT.

The Agency estimated the PCT for existing uses forthe chronicdietary exposure
assessment as follows: almonds, 20%; apricots, 10%; artichokes, 20%; asparagus, <2.5%; barley,
<2.5%; green beans, 15%; blueberries, 15%; broccoli, 10%; cabbage, 10%; caneberries, 5%;
cantaloupes, 20%; carrots, 10%; cauliflower, <2.5%; celery, 10%; corn, <2.5%; cotton, <2.5%;
cotton (seed treatment), 25%; cucumbers, 20%; dry beans/peas, <2.5%; eggplant, 30%; garlic,
70%; grapefruit, 20%; grapes, 5%; hazelnuts, 5%; lemons, <2.5%; lettuce, <2.5%; nectarines,
<2.5%; onions, 5%; oranges, 5%; peaches, 5%; peanuts, 20%; peanuts (seed treatment), 30%;
green peas, <2.5%; pecans, 5%; peppers, 20%; pistachios, 5%; plums/prunes, <2.5%; potatoes,
40%; potatoes (seed treatment), <1%; pumpkins, 20%; rice, 40%; soybeans, 5%; soybeans (seed
treatment), <1%,; spinach, 10%; squash, 20%; strawberries, 25%; sugar beets, 10%; sugar beets
(seedtreatment), <2.5%; sweet corn, 15%; tangelos, 25%; tangerines, 10%; tobacco, 15%;
tomatoes, 25%; walnuts, <2.5%; watermelons, 15%; wheat, 5%; wheat seed (seed treatment),
<1%. Forcrops not specified, 100 PCT was used.

In most cases, EPA uses available datafrom United States Department of

Agriculture/National Agricultural Statistics Service (USDA/NASS), proprietary market surveys,



and California Department of Pesticide Regulation (CalDPR) Pesticide Use Reporting (P UR) for
the chemical/crop combination forthe mostrecent 10 years. EPA usesan average PCT for
chronicdietary risk analysis and a maximum PCTforacute dietary risk analysis. The average PCT
figuresforeach existing use is derived by combining available publicand private market survey
data for that use, averagingacross all observations, and rounding up to the nearest 5%, except
for those situationsin whichthe average PCTislessthan 1% or lessthan 2.5%. In those cases,
the Agency would use less than 1% or less than 2.5% as the average PCT value, respectively. The
maximum PCT figure is the highest observed maximum value reported within the mostrecent
10 years of available publicand private market survey dataforthe existing use and rounded up
to the nearest multiple of 5%, except where the maximum PCTis less than 2.5%, in which case,
the Agency usesless than 2.5% as the maximum PCT.

The Agency believes that the three conditions discussed in Unitlll.C. 1. iv. have been
met. With respectto Condition a, PCT estimates are derived from Federal and private market
survey data, which are reliable and have avalid basis. The Agencyis reasonably certain that the
percentage of the food treated is not likely to be an underestimation. As to Conditions bandc,
regional consumption information and consumption information forsignificant subpopulations
istakenintoaccount through EPA's computer-based model for evaluating the exposure of
significant subpopulations including severalregional groups. Use of this consumption
informationin EPA'srisk assessment process ensures that EPA's exposure estimate does not
understate exposure forany significant subpopulation group and allows the Agency to be
reasonably certainthat noregional populationis exposedtoresidue levels higherthan those
estimated by the Agency. Otherthan the data available through national food consumption
surveys, EPA does not have available reliable information on the regional consumption of food

to which azoxystrobin may be applied inaparticulararea.



2. Dietary exposure from drinking water. The Agency used screeninglevel water
exposure modelsinthe dietary exposure analysis and risk assessment for azoxystrobinin
drinking water. These simulation models take into account data on the physical, chemical, and
fate/transport characteristics of azoxystrobin. Furtherinformation regarding EPA drinking water
models usedin pesticide exposure assessment can be found at http://www2.epa.gov/pesticide-
science-and-assessing-pesticide-risks/about-water-exposure-models-used-pesticide.

Based on the Surface Water Concentration Calculator (SWCC) and Screening
Concentrationin Ground Water (SCI-GROW) models, the estimated drinking water
concentrations (EDWCs) of azoxystrobin foracute exposures are estimated to be 70.2 parts per
billion (ppb)forsurface waterand 3.1 ppbfor ground water. For chronicexposures fornon-
cancer assessments the EDWCs of azoxystrobin are estimated to be 48.5 ppb for surface water
and 3.1 ppb for ground water.

Modeled estimates of drinking water concentrations were directly entered into the
dietary exposure model. Foracute dietary risk assessment, the water concentration value of
70.2 ppb was used to assess the contribution to drinking water. For chronicdietary risk
assessment, the water concentration of value 48.5 ppb was used to assess the contribution to

drinking water.

3. From non-dietary exposure. The term “residential exposure” is used in this document
to referto non-occupational, non-dietary exposure (e.g., forlawn and garden pest control,
indoor pest control, termiticides, and fleaand tick control on pets). Azoxystrobin is currently
registered forthe following uses that could resultinresidential exposures: conventional
residential use onturf and ornamentals and antimicrobial uses as a materials preservativein
paintsand plastics. The proposed use will notresultin additional residential exposures. Existing

residential usesresultin (1) short-term handler dermal and inhalation exposures foradults; (2)



short-term post-application dermal exposuresforadults, youth 11to 16 years old, children 6 to

11 yearsold, and children 1to <2 years old; and (3) short-termincidental oral exposures to
children 1to <2 yearsold. Since the effects frominhalation exposure differ from effects from
oral exposure, the residential handler exposures are not aggregated with dietary exposures. No
hazard wasidentified for dermal exposure. The Agency’s assessment of risk aggregates
residential exposure from hand-to-mouth incidental oral exposures to children 1to <2 years old
from preserved vinyl flooring.

Furtherinformationregarding EPA standard assumptions and genericinputsforresidential
exposures may be found at https://www.epa.gov/pesticide-science-and-assessing-pesticide-
risks/standard-operating-procedures-residential-pesticide.

4. Cumulative effects from substances with a common mechanism of toxicity . Section
408(b)(2)(D)(v) of FFDCA requires that, when considering whether to establish, modify, or
revoke atolerance, the Agency consider “availableinformation” concerning the cumulative
effects of a particular pesticide's residues and “other substances that have acommon

mechanism of toxicity.”

EPA has not found azoxystrobin to share acommon mechanism of toxicity with any
othersubstances, and azoxystrobin does not appearto produce a toxic metabolite produced by
othersubstances. Forthe purposes of thistolerance action, therefore, EPA has assumed that
azoxystrobin does not have acommon mechanism of toxicity with other substances. For
informationregarding EPA's efforts to determine which chemicals have acommon mechanism
of toxicity and to evaluate the cumulative effects of such chemicals, see EPA's website at
http://www2.epa.gov/pesticide-science-and-assessing-pesticide-risks/cumulative-assessment-
risk-pesticides.

D. Safety FactorforInfants and Children



1. Ingeneral. Section 408(b)(2)(C) of FFDCA provides that EPA shall apply an additional
tenfold (10X) margin of safety forinfants and children in the case of threshold effects to account
for prenatal and postnatal toxicity and the completeness of the database on toxicity and
exposure unless EPA determines based onreliable datathat a different margin of safety will be
safe for infants and children. This additional margin of safety iscommonly referred to as the
FQPA Safety Factor (SF). In applying this provision, EPA eitherretains the default value of 10X, or
uses a different additional safety factor when reliable data available to EPA support the choice
of a different factor.

2. Prenataland postnatalsensitivity. No developmental effects were seeninthe rabbit
and rat developmental toxicity studies, and no reproductive or offspring effects were seen in the
2-generation ratreproductionstudy. Inthe reproduction study, decreased body weights and
increased adjusted liver weights were observed at the same dose in both offspring and parental

animals. Therefore, the toxicity datashowed noincreased susceptibilityinthe young.

3. Conclusion. EPA has determinedthatreliable datashow the safety of infants
and children would be adequately protected if the FQPA SF were reduced to 1X for all
exposure scenarios except acute exposure and episodicgranule ingestion. Forassessing acute
dietaryriskand episodicoral ingestion of granules, EPAis retaining an FQPA factor of 3X to
account forthe use of a LOAEL from the acute neurotoxicity study to derive an acute re ference
dose. The Agency believes thata 3X FQPA SF (as opposed to a 10X) will be adequate to
extrapolate aNOAELin assessing acute risk based on the following considerations:

* The LOAELis based on a transient effect (diarrheain rats) expected to be relatively

insignificantin nature. This effectis alsoseenin otherchemicals of the same class.



* The diarrheawasonlyseeninstudies using gavage dosinginthe rat, but notin studies
using repeat dosing through dietary administrationin rats or mice, and not through gavage
dosinginrabbits.

* The very high dose level needed to reach the acute oral lethal dose (LD) 5, (>5,000
mg/kg), and the overall low toxicity of azoxystrobin.

The decisiontoreduce the FQPA safety factorto 1X for the assessment of the remaining
exposure scenariosis based onthe following findings:

i. The toxicity database for azoxystrobin is considered sufficient for selecting toxicity
endpointsand PODs forrisk assessment.

ii. Thereis no indication that azoxystrobin is aneurotoxicchemical. There was no
evidence of neurotoxicity seeninthe acute neurotoxicity study in rats from a single gavage dose
up to 2,000 mg/kg. There was also no evidence of neurotoxicity seeninthe subchronic
neurotoxicity studyin rats up to the highest dose tested (201 mg/kg/day). Therefore, thereis
no needfora developmental neurotoxicity study or additional UFs to account for neurotoxicity.

iii. There is no evidence that azoxystrobin resultsinincreased susceptibility in in utero
rats or rabbitsin the prenatal developmentalstudies orin youngrats inthe 2-generation
reproduction study. Inthe reproduction study, the offspring and the parental
effects occurred at the same dose level.

iv. There are no residual uncertainties identified in the exposure databases. The
acute dietary (food) exposure assessments utilized conservative upper-boundinputs
including assuming 100% CT and tolerance-levelresidues forall commodities except
citrus fruits where the highest field trial residue was used as arefinement. The chronic
dietary exposure assessment was partially refined, and used tolerance -levelresidues for all

commodities and PCTinformation for selected crops. EPA made conservative (protective)



assumptionsinthe ground and surface water modeling used to assess exposure to azoxystrobin
indrinking water. EPA used similarly conservative assumptions to assess post-application
exposure of children as well asincidental oral exposure of toddlers. These assessments will not
underestimatethe exposure and risks posed by azoxystrobin.

E. AggregateRisks and Determination of Safety

EPA determines whetheracute and chronic dietary pesticide exposures are safe by
comparing aggregate exposure estimatestothe acute PAD (aPAD) and chronic PAD (cPAD). For
linear cancerrisks, EPA calculates the lifetime probability of acquiring cancergiventhe
estimated aggregate exposure. Short-, intermediate-, and chronic-termrisks are evaluated by
comparingthe estimated aggregate food, water, and residential exposure to the appropriate
PODsto ensure that an adequate MOE exists.

1. Acuterisk. Anacute aggregate riskassessment takesintoaccountacute exposure
estimatesfrom dietary consumption of food and drinking water. Using the exposure
assumptions discussed in this unitforacute exposure, the acute dietary exposure from food and
waterto azoxystrobin willoccupy 82% of the aPAD for children 1-2 years old, the population
group receiving the greatest exposure.

2. Chronicrisk. Usingthe exposure assumptions described in this unitfor chronic
exposure, EPA has concluded that chronicexposure to azoxystrobin from food and water will
utilize 18% of the cPAD for children 1-2 years old the population group receiving the greatest
exposure. Based onthe explanationin Unitlll.C.3., regarding residential use patterns, chronic
residential exposure to residues of azoxystrobin is not expected.

3. Short-termrisk.Short-term aggregate exposure takesinto account short-term
residential exposure plus chronicexposure to food and water (considered to be a background

exposure level). Azoxystrobin is currently registered for uses that could resultin short-term



residential exposure, and the Agency has determined thatitis appropriate to aggregate chronic
exposure through food and water with short-term residential exposures to azoxystrobin.

Using the exposure assumptions described in this unit for short-term exposures, EPA has
concluded the combined short-term food, water, and residential exposures resultin aggregate
MOEs of 390 forchildren 1to <2 yearsold. Because EPA’s level of concern for azoxystrobinisa

MOE of 100 or below, these MOEs are not of concern.

4. Intermediate-termrisk. Intermediate-term aggregate exposure takesinto account
intermediate-term residential exposure plus chronicexposure to food and water (considered to
be a background exposure level). Because no intermediate-term adverse effect was identified,
azoxystrobinis not expected to pose anintermediate-termrisk. Therefore, the intermediate-
termaggregate risk would be equivalent to the chronicdietary exposure estimate.

5. Aggregate cancerrisk for U.S. population. Based onthe lack of evidence of
carcinogenicity intwo adequate rodent carcinogenicity studies, azoxystrobin is not expected to
pose a cancer risk to humans.

6. Determination of safety.Based onthese riskassessments, EPA concludes that there
isa reasonable certainty that no harm will result to the general population, ortoinfants and
children from aggregate exposure to azoxystrobin residues.

IV. Other Considerations
A. Analytical Enforcement Methodology

Adequate enforcement methodology (gas chromatography with nitrogen-phosphorus
detector (GC/NPD) method, RAM 243/04) is available to enforce the
tolerance expression forresidues of azoxystrobin and its Z-isomerin crop commodities.

This method (designated RAM 243, dated 5/15/98) has been submitted to FDA for

inclusioninthe Pesticide Analytical Manual (PAM), Volume ll.)



The method may be requested from: Chief, Analytical Chemistry Branch, Environmental
Science Center, 701 Mapes Rd., Ft. Meade, MD 20755-5350; telephonenumber:(410) 305-2905;
email address: residuemethods@epa.gov.

B. International Residue Limits

In makingits tolerance decisions, EPA seeks to harmonize U.S. tolerances with
international standards whenever possible, consistent with U.S. food safety standards and
agricultural practices. EPA considers the international maximum residue limits (MRLs)
established by the Codex Alimentarius Commission (Codex), as required by FFDCA section
408(b)(4). The Codex Alimentariusisajoint United Nations Food and Agriculture
Organization/World Health Organization food standards program, and itis recognized asan
international food safety standards-setting organization in trade agreements to which the
United Statesisa party. EPA may establishatolerance thatisdifferentfromaCodex MRL;
however, FFDCA section 408(b)(4) requires that EPA explain the reasons for departing from the
Codex level.

The Codex has established MRLs for azoxystrobin in oron root and tubervegetables (except
potato) at 1.0 ppm. This MRL is the same as the tolerance being established for azoxystrobinin
the United States.

C. Responseto Comments

EPA received ten comments to the docket EPA-HQ-OPP-2017-0744. However, only three
comments were in response to the petition filed by Syngenta Crop Protection. One comment
(ID: EPA-HQ-OPP-2017-0744-0007) amongthe three, isinclusive of the othertwo comments (ID:
EPA-HQ-OPP-2017-0744-0008 and EPA-HQ-OPP-2017-0744-0009), and describes portions of the

content of the Federal Register notice EPA published on March 6, 2018 (83 FR 9471), and



expressessupportfortolerances. The remaining seven comments were not germane to this
action, therefore no furtherresponsefromthe Agencyisrequired.

D. Revisions to Petitioned-For Tolerances

The Agency recommends increasing the tolerance forvegetable, root, except sugar
beet, subgroup 1B from the proposed 0.5 ppm to 1.0 ppm to harmonize with the existing Codex
MRL. Additionally, the Agency isrevising the significant figure on root ve getables subgroup 1B
based on current policy and revising the commodity definition to reflect the common
commodity vocabulary currently used by the Agency. The commoditydefinition was revised
fromvegetable, root, subgroup 1Bto vegetable, root, except sugar beet, subgroup 1B.

V. Conclusion

Therefore, tolerances are established for residues of azoxystrobin, in oron beet, sugar,
roots at 5.0 ppm and vegetable, root, except sugarbeet, subgroup 1Bat 1.0 ppm.
VI. Statutory and Executive Order Reviews

This action establishes tolerances under FFDCA section 408(d) in response to a petition
submitted tothe Agency. The Office of Management and Budget (OMB) has exempted these
types of actions from review under Executive Order 12866, entitled “Regulatory Planningand
Review” (58 FR 51735, October4, 1993). Because this action has been exempted from review
under Executive Order 12866, this actionis not subject to Executive Order 13211, entitled
“Actions Concerning Regulations That Significantly Affect Energy Supply, Distribution, or Use”
(66 FR 28355, May 22, 2001) or Executive Order 13045, entitled “Protection of Children from
Environmental Health Risks and Safety Risks” (62 FR 19885, April 23, 1997) norisit considereda
regulatory action under Executive Order 13771, entitled “Reducing Regulations and Controlling
Regulatory Costs” (82 FR 9339, February 3, 2017). This action does not containanyinformation

collections subjectto OMB approval underthe Paperwork Reduction Act (PRA) (44 U.S.C. 3501



et seq.), nor doesitrequire any special considerations under Executive Order 12898, entitled
“Federal Actions to Address EnvironmentalJustice in Minority Populations and Low -Income
Populations” (59 FR 7629, February 16, 1994).

Since tolerances and exemptions that are established on the basis of a petition under
FFDCA section 408(d), such as the tolerance in thisfinal rule, do not require the issuance of a
proposedrule, the requirements of the Regulatory Flexibility Act (RFA) (5U.S.C. 601 et seq.), do
not apply.

This action directly regulates growers, food processors, food handlers, and food
retailers, not States ortribes, nor does this action alterthe relationships or distribution of power
and responsibilities established by Congressin the preemption provisions of FFDCA section
408(n)(4). Assuch, the Agency has determined that this action will not have asubstantial direct
effecton States or tribal governments, on the relationship between the nationalgovernment
and the States or tribal governments, oron the distribution of powerand responsibilities among
the variouslevels of government or between the Federal Governmentand Indian tribes. Thus,
the Agency has determined that Executive Order 13132, entitled “Federalism” (64 FR 43255,
August 10, 1999) and Executive Order 13175, entitled “Consultation and Coordination with
Indian Tribal Governments” (65 FR 67249, November9, 2000) do not apply tothis action. In
addition, thisaction does notimpose any enforceable duty or contain any unfunded mandate as

described underTitle Il of the Unfunded Mandates Reform Act (UMRA) (2 U.S.C. 1501 et seq.).

This action does notinvolve any technical standards that would require Agency
consideration of voluntary consensus standards pursuant to section 12(d) of the National
Technology Transferand Advancement Act (NTTAA) (15 U.S.C. 272 note).

VII. Congressional Review Act



Pursuantto the Congressional Review Act (5U.S.C. 801 et seq.), EPA will submitareport
containingthisrule and otherrequiredinformation tothe U.S. Senate, the U.S. House of
Representatives, and the Comptroller General of the United States priorto publication of the

ruleinthe Federal Register. This action is not a “major rule” as defined by 5 U.S.C. 804(2).



List of Subjectsin 40 CFR Part 180

Environmental protection, Administrative practice and procedure, Agricultural

commodities, Pesticides and pests, Reporting and recordkeeping requirements.

Dated: November1, 2018.

Michael Goodis,
Director, Registration Division, Office of Pesticide Programs.



Therefore, 40CFR chapter | isamended as follows:
PART 180--[AMENDED]

1. The authority citation for part 180 continuestoread as follows:

Authority: 21 U.S.C. 321(q), 346a and 371.

2. In § 180.507:

a. Remove the entry for “Vegetable, root, subgroup 1A” from the table in paragraph
(a)(1).

b. Addalphabetically “Beet, sugar, roots”; and “Vegetable, root, except sugar beet,
subgroup 1B” to the table in paragraph (a)(1).

The additions read as follows:
§ 180.507 Azoxystrobin; tolerances for residues.

(a)* * *

Commodity | Parts per million
* * * * * * *
Beet, sugar, roots | 5.0
* * % %k * * *
Vegetable, root, except sugarbeet, 1.0
subgroup 1B
* * * * * * *
* * * % *
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